Interleukin-2
In 1976, the presence of a T-cell growth promoting activity in the supernatants of activated T-cell cultures was reported. Many laboratories have since contributed to the characterization of this lymphokine, now designated IL-2. IL-2 is the most .well-defined and characterized interleukin because of its pivotal role in the generation of immune response and because of its biological property of maintenance of T-cell proliferation in vitro, which has resulted in considerable effort being devoted to its purification and characterization. IL-2 induces T-cell proliferation in an autocrine and paracrine manner and provides a means by which T-cells can be clonally expanded in vitro On the other hand, CD84-T-cells express It is intriguing to note that in two groups of subjects, i.e. healthy old individuals and young HLA-B8,DR3 positive subjects, known to show an increased incidence of autoimmune diseases or phenomena, a decreased in vitro production of slL-2R by PHA-stimulated MNCs has been observed. In fact, after in vitro stimulation, cultures from both HLA-B8,DR3 positive individuals and elderly subjects are characterized by hyposecretion of IL-2 and slL-2R as compared with cultures from HLA-B8,DR3 negative subjects and young individuals, respectively. By contrast, serum slL-2R levels are increased in these subjects. 146 '47 In summary, the discussed findings suggest that in autoimmune diseases sIL-2R levels may represent a good marker of disease activity which indirectly reads the ongoing activation of immunoreactive cells which are involved in the pathogenetic events of these immunomediated conditions.
With regard to the degree of activation required to increase serum levels of slL-2R, serum sIL-2R levels have recently been measured in healthy subjects after immunization with keyhole limpet haemocyanin (KLH). The first one was processed to produce slL-2R, the second one was stimulated for 48 h with PHA and proliferation assayed. Experiments were performed as previously described. 147 Soluble L-2R values are expressed as unit/ml. Proliferative responses are expressed as mean Adpm which is equal to the dpm of the cells in the mitogen-containing medium minus the dpm of the cells in the medium without mitogens. and/or production (Fig. 2) . '1 Concerning the defective in vitro IL-2 production it has been suggested that precommitment and preactivation of peripheral T-cells in vivo result in a transient exhaustion of IL-2 secretion. As an alternative to the exhaustion theory, it is conceivable that production of IL-2 by a subpopulation of in vivo-activated lymphocytes elicits feedback regulation pathways that attempt to restore the homeostasis of the IL-2/IL-2R system by nonspecifically suppressing IL-2 production.
However, our studies on immune function of HLA-B8,DR3 positive and elderly individuals suggest that these two groups of subjects are low responders. In fact findings such as high serum sIL-2R levels and an increased number of CD25 + circulating lymphocytes which may be suggestive of a high responder status, are instead an expression of the relative inability of these subjects to remove immunological stimuli from the body. This, in our opinion, is responsible for a prolonged stimulation and may lead to the persistence of signs of immune system activation at least in these subjects and in autoimmune patients. 14<4'92q94 
